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CLAIMS 

1 . A soluble derivative of a soluble polypeptide, said derivative comprising two or 
moie heterologous membrane binding elements with low membrane affinity covalently 
associated with the polypeptide which elements are capable of interacting, independently 
and with thermodynamic additivity, with components of cellular or artificial membranes 
exposed to extracellular fluids. 



2. A derivatn 
low membrane ; 

3. A derivative 
has a size <5kDa. 



[ according to claim 1 wherein each membrane binding element with 
^tyhas a dissociation constant l^iM-lmM. 

cording to claim 1 -w* wherein each membrane binding element 



4. A derivative according teg any pr e ceding claim which incorporates sufficient 
elements with low affinitiesvfor membrane components to result in a 0.01 - lOnM 
dissociation constant affinityW specific membranes. 



5. A derivative according i 
pharmaceutial formulation me 

6. A derivative according ten 
hydrophilic. 



iing - clnim which has a solubility in 
►100ng/mh 



«laim wherein at least one element is 



7. A derivative acci 
membrane binding elemeni 



ing to 



k. which comprises two to eight 



8. A derivative according ttj an^iprec a rtng riakn wherein the membrane binding 
elements are selected from: fatty acid derivatives; basic amino acid sequences; ligands of 
known integral membrane proteins; sequences uerived from the complementarity- 
determining region of monoclonal antibodies raked against epitopes of membrane 
proteins; and membrane binding sequences identified through screening of random 
chemical or peptide libraries. 



9. A derivative according to claim 8 wherein a membrane binding element is a fatty 
35 acid derivative selected from aliphatic acyl groups witft about 8 to 18 methylene units, 
long-chain (8-18 methylene) aliphatic amines and thiolAsteroid and famesyl derivatives. 
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10. \ A derivative according to claim wherein a membrane binding element is a 
basic wtEnoacid sequence including (Lys)n where n is from 3 to 10. 




ivative according to claim 10 wherein the amino acid sequence is selected 



CKSG 



11. 

from: 

i) DGPKKKKKKSPSKS 

ii) GSSKSPS 

iii) SPSNETPKKKKKRF; 

iv) DGPKKKKKKSPSKS 

v) SKDGKKKKKKSKTK 
(N- terminus on left) 



12. A derivative according 
element is a ligand of a known inte 
DGPSEDLRGDFSS, GNEQSFRVD 
and AAPSVTGFRHJJLKVAG or 



the 



13. A derivative accor 
selected from EL-4 Y124D 
activator, reteplase, leptin, 
proteins and hybrids or m 
antibodies against CD4, B7/C 
derivatives. 



* of claims - 8 to 40 wherein a membrane binding 
membrane protein selected from GRGDSP, 
LTLLRYA, GFRILLLKV, SAAPSSGFRILLLKV 
bohydrate ligand Sialyl Lewis*. 



[ wherein the soluble polypeptide is 



ig to i any prec 

lutein, prourokinase, streptokinase, tissue-type plasminogen 
lplement inhibitors selected from complement regulatory 
thereof, scFv antibody against cytokines, Protein C, 
18, CD3/TCR or CD1 lb<CR3) and Interferon-p and 



14. A derivative accorolng/oSft y prec eding; uUim which has the following structure: 

\(PHMWl} n .X 

in which: 

P is the soluble polypeptk 
each L is independently a/flexible linker group, 
each W is independently a peptidic me\njuane^binding element, 
n is an integer of 1 or mor 

X is a peptidic or non-peptidic membrane-binding entity which may be covalently linked 
to any W. 



35 15. A derivative according to claim 1 4 
are 8 to 20 amino acids long and elements W 
terminus of the soluble polypeptide and the 



peptidic membrane binding elements 
located sequentially either at the N or C 
acid sequences are linked to one 
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another and to the soluble peptide by linker groups which are selected from: hydrophilic 
and/or flexible aminoacia sequences of 4 to 20 aminoacids; linear hydrophilic synthetic 
polymers; and chemical bridging groups. 

16. A derivative according to claim 14*qf4£ wherein the chemical bridging groups 
are of formula (I): 

' i-R-B- (I) 
in which each of A and B, whi&h may be the same or different, represents -CO, 
-C(=NH2 + K maleimido, -S- or a bond and R is a bond or a linking group containing one 
10 or more -(CH2>- or meta-, ortho- pr para- disubstituted phenyl units optionally together 
with a hydrophilic portion. 

17. A derivative according to claim 16 wherein R is selected from -(CH2)r * -(CH2>p- 
S-S-(CH2)q- and KCH2)p.CH((MilPS^OH)-(CH2)q-. in which ris an integer of at least 

15 2, and p and q are independently integers ofaHeast % or (CH2)2CONH(CH2) n NH-<4- 
phenyl) where n is an integer or^toj; 

18. A soluble derivative according to\laim 1 of SEQ ID NO: 32. 

20 19. A soluble derivative according tc^ a nyrfyf ulaima 1 to 1 3 wherein the soluble 
polypeptide is a soluble complement inhibitor) 

20. A soluble derivative according to claim 19^rherein the soluble polypeptide is a 
soluble CR1 polypeptide fragment 

25 

21. \a soluble derivative according to claim 20 wherein the soluble CR1 polypeptide 
consists, of residues 1 - 196 of CR 1 and with an N-terrainal methionine and the derivative 
comprises a myristoyl group and one or more polypeptides sequence selected from 
DGPKKKKKKSPSKSSGC 

30 GSSKSPSKKKKKKPGDC 
CDGPKKlbcKKSPSKSSK 
^ / SiOXjKKxkKKSKTKC 

csaapssgfm-llkv 
aapsvigfrVllkvagc 

35 and 

DGPSEELRGDFS 
(N-terminus on lef 



-95- 



15 



20 



0^ 




Ch-* 22. A soluble derivative according to claim 20 «p3* selected from SEQ ID NOs: 

8, 31, 9. 10, 11. 12. 13. n\24 and 36. 

C\a:m I 

5 23. A soluble derivative according to - any uf u laimj 1 l u 4 3 wherein the soluble 
polypeptide is a thrombolyticWent ^ 

24. A soluble derivative ac^r^ng to claim 23 selected from SEQ ID NOs: 21 and 
22. 

10 

25. A process for preparin^^UeWative according to claim 1 which process 
comprises expressing DNA encodingvthe polypeptide portion of said derivative in a 
recombinant host cell and recovering the product and thereafter post translationally 
modifying the polypeptide to chemically^ntroduce membrane binding elements. 

26. A polypeptide portion of a derivative according to claim 1, comprising the soluble 
peptide linked by a peptide bond to one peptidic membrane binding element 

27. A soluble polypeptid^ciuding a C-terminal cysteine. 

28. The polypeptide of SEQ ID NO: 7, 23. 33. 6 or 14. 

29. A DNjMpolymer encoding the polypeptide portion of claim 26. 27 ui 2 6. 

25 30. A replicate expression vector capable, in a host cell, of expressing the DNA 
polymer of claim 29. 

31. A host cell txanSrormed with a replicable expression vector of claim 30. 

30 32. A peptide membrane binding element with low membrane affinity comprising 
one or more dedvatisations selected from: 
a terminal cysteine residuejpjtfkmally activated at the thiol group; 
an N-haloacetyl greup*twheJte halo signifies chlorine, bromine or iodine) located at the 
N-terminus of the the peptideW at an e-araino group of a lysine residue; 
35 an amide group at the C-termirtus; 
an N-terrainal blocking group; i 

a fatty acid N-acyl group at the N-^rminus or at an e-amino group of a lysine residue. 
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33. A peptidic membrane binding element derivatised according to claim 32 wherein 
the peptide has the amino sequence ofa ribptide defined in claim 1 1 or 12 and a fatty acid 
N-acyl group of 8 to 18 methylene umtffat the N-terminus or at an e- amino group of a 
lysine residue of the peptide. 



34. A peptidic mem! 
selected from SEQ ID N< 



10 35. 




Jding element derivatised according to claim 32 er 33 
rand 30. 



AC io_20 fattv acyl derivative of^ri\ammoC2-6^ ncane t^ 01 (optionally C- 
substituted). \ 
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36. A compound according to claimv 35 selected from N-(2-myristoyl ) 
aminoethanethiol nd N-myristoyl L<ysffiine. 



37. A pharmaceutical 
1 to 3 4 in combination wi 




comprising a derivative according to any of - claims 
utically acceptable carrier. 



38. A derivative according to any of 




1 to 24 for use as a medicament 




\ disorders amenable to treatment by a soluble peptide 
rivative of said soluble peptide according to 



39. A method of treatm< 
which comprises adminisi 

C\a\/ n T 

■ any of claims l - to -54. 

V 

40. Hie use of a derivative according to anyvOf claims 1 to 24 for the preparation of a 
medicament for treatment of disorders amenable\{o treatment by the soluble peptide. 



A pharmaceutical composition for treating a disease or disorc^r associated with 
mation or inappropriate complement activatic 1 n*&mpri^ 



30 



41. 

inflammation < 

effective amount of n derivative according to claim 19 and a phannaceutically acceptable 
carrier or excipienL . 



0^ 



42. A method pf I 



sease orjdisorder associated with inflammation or 
inappropriate com{>ieisenTactivation^raprm^ to a subject in need of 

35 such treatment a therapeutrcaily effective amount of a derivative according to claim 19. 
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43. The use of a derivative of claim 1 9 in the manufacture of a medicament for the 
treatment of a disease or disorder associated with inflammation or inappropriate 
complement activation, 



0- 



10 



0- 



15 



0^ 



20 



25 



44. A pharmaceutical composition for treating a disease or disorder associated with 
inflammation or inappropriate complement acnvation,cora prising a therapeutic*^ 
effective amount of a soluble CR1 Wypeptide derivative according tt^ -any of cU nnsrte 

-trj- 2& and a pharmaceutically accept^ble^carrier or cxcipienu 

45. A method of treating a disease dr disorder associated with inflammation or 
inappropriate complement acrtvaaon comprising administering to a subject in need of 
such treatmem^a tfierapeutically effective amount of a a soluble CR1 polypeptide 

rivative o f - guv ui'iJffiuaum 2 



derivative of-enyi 

A- 



. ■ 20 WH . 



46. The use of a soluble CR1 polypepUjde,derivative of any one of claims 20 to 22 in 
the manufacture of a medicament for the traatrrent of a disease or disorder associated 
with inflammation or inappropriate complement activation. 



47. A phannace 
therapeutically effe 
pharmaceutically ao 

43. A method o; 
in need of such treai 
claim 23 -ef-24. 



:al composition for treating thrombotic disorders^comprising a 
amount of a derivative according to claim 23<er*&4and a 
ile carrier or excipienL 




irhbotic disorders comprising administering to a subject 
therapeutically effective amount of a derivative according to 



49. The use of a derivative according 
medicament for the treatment of thrombo 





23 or 24 in the manufacture of a 
trders. 



\ 
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